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L2: Entry 63 of 125 



File: USPT 



Aug 13, 2002 



DOCUMENT- IDENTIFIER: US 6432925 Bl 

TITLE: RNA cancer vaccine and methods for its use 



Brief Summary Text (11) : 

DNA-based vaccination has shown to have a greater degree of control of antigen 
expression, toxicity and pathogenicity over live attenuated virus immunization. 
However, although in vivo DNA vaccination protocols are available, improvements in 
in vivo delivery and transgene expression are needed. For example, introduction of 
DNA into specific cells often results in degradation of the DNA by endosomes or 
lysosomes. Vaccines that require the tumor antigen to be expressed by tumor cells 
may result in problems such as suppression of immune responses or altered 
physiologic functions that modify antigen expression because tumor cells have many 
negative type regulating elements. Current approaches of in vivo delivery of DNA by 
retroviral or adenoviral vectors have problems related to efficacy, viral gene 
integration, potential pathogenic activity and immune response to viral vector 
encoding proteins. In addition, the DNA in DNA vaccines may be incorporated into 
the host cell's DNA, making it difficult to halt production of the tumor antigen 
when treatment is complete. Some liposome delivery systems are undesirable because 
they may incorporate into hemopoietic -derived cells such as lymphocytes. 

Detailed Description Text (80) : 
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IBM 



L2: Entry 66 of 125 



File: USPT 



Jun 18, 2002 



DOCUMENT- IDENTIFIER: US 6406705 Bl 

TITLE: Use of nucleic acids containing unmethylated CpG dinucleotide as an adjuvant 
Detailed Description Text (85) : 

Other vectors include plasmid vectors. Plasmid vectors have been extensively 
described in the art and are well-known to those of skill in the art. See e.g., 
Sanbrook et al., "Molecular Cloning: A Laboratory Manual," Second Edition, Cold 
Spring Harbor Laboratory Press, 1989. In the last few years, plasmid vectors have 
been used as DN A vaccines for delivering antigen -encoding genes to cells in vivo. 
They are particularly advantageous for this because they do not have the same 
safety concerns as with many of the viral vectors. These plasmids, however, having 
a promoter compatible with the host cell, can express a peptide from a gene 
operatively encoded within the plasmid. Some commonly used plasmids include pBR322, 
pUC18, pUC19, pRC/CMV, SV4 0, and pBlueScript . Other plasmids are well-known to 
those of ordinary skill in the art. Additionally, plasmids may be custom designed 
using restriction enzymes and ligation reactions to remove and add specific 
fragments of DNA. Plasmids such as those used for DN A vaccines may be delivered by 
a variety of parenteral, mucosal and topical routes. For example the plasmid DNA 
can be injected by intramuscular, intradermal, subcutaneous or other routes. It may 
also be administered by intranasal sprays or drops, rectal suppository and orally. 
It may also be administered into the epidermis or a mucosal surface using a gene- 
gun. The plasmids may be given in an agueous solution, dried onto gold particles or 
in association with another DNA delivery system including but not limited to 
liposomes, dendrimers, cochleate and microencapsulation. 
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L2: Entry 71 of 125 



File: USPT 



Jan 15, 2002 



DOCUMENT- IDENTIFIER: US 6339065 Bl 

TITLE: Episomal expression vector for human gene therapy 



Detailed Description Text (67) : 

While any gene that can be expressed in a mammalian cell may be incorporated into a 
transfection vector as the foreign gene according to this invention, preferred 
genes will be those whose expression in a target cell population will counter-act a 
disease process. For example, an episomal gene therapy vector could be used to 
target the immune system to kill cancer cells in vivo. Tumor cell lines transfected 
with cytokine cDNA have been successfully used as cancer vaccines (Connor, et al - , 
1993, J. Exp. Med., 177:1127-1134; Golumbek, et al . , 1991, Science, 254:713; 
Porgador, et al., 1992, Cancer Res., 52:3678; Aoki, et al., 1992, Proc. Natl. Acad. 
Sci. USA, 89:3850) and transfection of tumor cells in vivo with appropriate 
episomal vectors will enhance tumor kill, since episomal replication in the tumor 
cell will efficiently produce the desired high local concentration of cytokines, 
thereby stimulating immune effector cells. One such example is introduction of 
episomal expression vectors encoding interleukin-2 into bladder cancer cells in 
vivo via instillation of liposome /DNA complexes directly into the bladder lumen. 
Another example is transfection of lung cancer cells in vivo with interleukin- 6 via 
inhalation of aerosolized liposome /DNA complexes (see Stribling, et al . , 1992, 
Proc. Natl. Acad. Sci. USA, 89:11277-11281, for method using non-episomal vectors). 
Other gene therapy approaches to kill cancer cells include expression of genes 
conferring drug susceptibility, such as transfection with herpes simplex thymidine 
kinase encoding vectors followed by ganciclovir treatment. (Culver, et al . , 1992, 
Science, 256:1550-1552 used integrating vectors. Replacing the integrating vector 
with an episomal expression vector will enhance the level of susceptibility 
conferring enzyme.) Other foreign gene sequences whose expression by a patient's 
cells would counter-act a disease process will be apparent to those skilled in the 
art . 
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L2: Entry 74 of 125 File: USPT Sep 25, 2001 



DOCUMENT- IDENTIFIER: US 62 94378 Bl 

TITLE: Method and reagents for genetic immunization 
Detailed Description Text (25) : 

The nucleic acid constructs containing the promoter, antigen -coding region and 
sorting region can be administered directly or they can be packaged in liposomes or 
coated onto colloidal gold particles prior to administration. Techniques for 
packaging DN A vaccines into liposomes are known in the art, for example from 
Murray, ed. " Gene Transfer and Expression Protocols" Humana Pres, Clifton, N.J. 
(1991) . Similarly, techniques for coating naked DNA onto gold particles are taught 
in Yang, " Gene transfer into mammalian somatic cells in vivo", Crit. Rev. Biotech. 
12: 335-356 (1992), and techniques for expression of proteins using viral vectors 
are found in Adolph, K. ed. "Viral Genome Methods" CRC Press, Florida (1996) . 
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